As pointed out in a previous report (16) / the action of caffein has been extensively studied during the past eighty years. Not until the last decade of the nineteenth century, however, has its fate in the body been made the subject of serious investigation. The appearance in the nineties of the work of Albanese (1) , of Bondzynski and Gottlieb (3) , and of Kriiger and Schmidt (7) , in which the character of the decomposition products of caffein and of theobromin was established for the first time, marks, therefore, the beginning of accurate information on the metabolism of caffein. These investigations, however, concerned themselves mainly with the transformation products of caffein and allied substances, while the extent to which it was eliminated unchanged received but little attention. The study of the elimination of caffein was not altogether neglected, however.
As shown in the following section, a number of attempts have been made to investigate this problem.
HISTORICAL REVIEW OF THE LITERATURE.
An examination of the literature on caffein showed that the earliest studies were those published by Lehmann (9) , who reported negative results.
According to Hammersten (6) , caffein is found in the urine after drinking tea or coffee as well-as after the ingestion of pure caffein. His conclusions were based on the presence of crystals which he extracted from the urine and on the murexid test. DraggendorfT (5) examined the urine of individuals after drinking tea and coffee, but was unable to find caffein. Aubert (2) Experimental studies on animals were made for the first time by Strauch (14) . According to his observations caffein was present in the urine and bile of cats, dogs, rabbits, and guinea pigs after its administration by mouth in doses of 0.25 to 0.5 gram. He examined the urine at various intervals and stated that he found the alkaloid in some cases two hours after it was given. For the separation of caffein the urine was made alkaline with ammonium hydroxid and extracted with chloroform. It was identified by the use of the murexid test and by precipitation with phosphomolybdic acid. Similar results were reported by Schwenger (13) in individuals drinking coffee, but his conclusions were based on the observation of a precipitate formed by iodin and potassium iodid.
Schutzkwehr (12) , who studied the elimination of caffein in dogs and rabbits, reported its presence in the urine of a dog which received 4 grams and of a rabbit which received 0.2 gram of caffein. He stated that he recovered 6 per cent of it in the urine of the rabbit and found a small quantity in the feces. Schneider (11) (11) reported that he could not obtain any caffein from the urine after the subcutaneous injection of 30 mg, but he could detect its presence when 50 mg were thus administered, also stating that he could find it in the urine after two hours.
In an experiment on a dog to which 100 mg of caffein were administered Maly and Andreasch (10) Urine.
Feces.
Caffein recovered in composite sample.
In urine. In feces.
Carrots:
710..
712
Total.
Grams. None. 10 10 None. The data herein presented lead to the conclusion that in the carnivora larger amounts of caffein are demethylated than in the herbivora, and that the resistance to caffein is inversely as demethylation, since it has been shown that caffein is much more toxic for carnivora than for herbivora.
The mechanism of demethylation is in all probability utilized in the body as a means of defense against the deleterious action of caffein, being more active in organisms for which the drug is more toxic. ("2-hour period run, no caffein recovered in urine or feces.
